Wnt growth factors signal through either the canonical Wnt (Wg)-Frizzled (Fz)/β-catenin-dependent pathway or through non-canonical Wnt pathways, such as the Wnt/Fz-planar cellular polarity (PCP) pathway. These 2 pathways are evolutionarily highly conserved from invertebrates to humans. Canonical Wnt/ β-catenin signaling is essential for many aspects of development. In vertebrates, it controls the specification of the embryonic dorsal-ventral (D-V) axis, cell proliferation, maintenance of stem cells, and vascularization. 5, 6 Knockdown of fray, in turn, also resulted in a reduction of Sens expression and in loss of wing margin bristles in vivo, suggesting that Wnk may exert its regulatory function via Fray (Fig. 1) . This effect of Fray on canonical signaling appears to be conserved in humans as siRNA-mediated knockdown of SPAK and OSR1 also reduced Wnt reporter activity in cell culture. 5 
Whether
Fray/OSR1/SPAK can directly phosphorylate Wnt pathway components or whether the regulation occurs via changes in ion transport remains to be determined (Fig. 1) . Although NKCC and KCC channels function in a charge-neutral way, proton pumps have been shown to affect Wnt signaling. Alternatively, Wnks have been shown to alter the localization of some of their targets. For instance, it has been reported that NCC trafficking to the plasma membrane is affected when WNK4 diverts it for lysosomal degradation. 7 Although this process does not involve SPAK and OSR1, we cannot exclude that OSR1/SPAK/Fray could affect the stability or localization of Wnt signaling components.
Recently, Wnks have also been shown to regulate transcription of target genes. In both fly and mouse neural development, Wnks, together with OSR1, regulate the expression of the LIM-Homeobox transcription factor Arrowhead/Lhx8 6 ( Fig. 1) , whereas during zebrafish lateral line development, Wnk1b represses the KCC2 transporter. 8 Together, these findings raise interesting questions regarding the role of Wnk kinases during development, and future work will have to elucidate the exact mechanism by which Wnk modulates Wnt signaling and possibly other pathways. 
